Complex Regional Pain Syndrome (CRPS) is a major cause of chronic pain after surgery or trauma to the limbs. Despite evidence showing that the prevalence and severity of many forms of chronic pain, including CRPS, differ between males and females, laboratory studies on sex-related differences in animal models of CRPS are not available, and the impact of sex on the transition from acute to chronic CRPS pain and disability are unexplored. Here we make use of a tibia fracture/cast mouse model that recapitulates the nociceptive, functional, vascular, trophic, inflammatory and immune aspects of CRPS. Our aim is to describe the chronic time course of nociceptive, motor and memory changes associated with fracture/cast in male and female mice, in addition to exploring their underlying spinal mechanisms. Our behavioral data shows that, compared to males, female mice display lower nociceptive thresholds following fracture in the absence of any differences in ongoing or spontaneous pain. Furthermore, female mice show exaggerated signs of motor dysfunction, deficits in fear memory, and latent sensitization that manifests long after the normalization of nociceptive thresholds. Our biochemical data show differences in the spinal cord levels of the glutamate receptor NR2b, suggesting sex differences in mechanisms of central sensitization that could account for differences in duration and severity of CRPS symptoms between the two groups.
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Introduction
The sex and gender of clinical patients are important variables in the pain equation since the prevalence and severity of many forms of chronic pain differ between males and females. Examples include the female preponderance of patients suffering from migraine headache, fibromyalgia, irritable bowel syndrome (Racine et al., 2012a,b) , various forms of neuropathic pain (Butler, Jonzon, Branting-Ekenback, Wadell, & Farahmand, 2012) , and chronic postoperative pain (van Gulik et al., 2011) . Furthermore, sex-and gender-related differences to experimental pain in humans have been reported (Alabas, Tashani, Tabasam, & Johnson, 2012; Dannecker et al., 2012; Racine et al., 2012a,b) . Despite the clinical evidence, only a limited number of preclinical studies have addressed these differences, and with varying results. For example, the severity of neuropathic pain was shown to be less in female rats after sciatic nerve lesion (Wagner, DeLeo, Coombs, & Myers, 1995) , although allodynia was shown to be greater in female rats after spinal nerve transection (DeLeo & Rutkowski, 2000) and in female mice after chronic nerve constriction injury (Vacca et al., 2014) . Likewise, inflammatory stimuli have different pain-related effects in male and female rats (Tall & Crisp, 2004) . Both intrinsic differences in nociceptive neurons and estrogen effects may be responsible for these sex-related responses (Chaban, Li, McDonald, Rapkin, & Micevych, 2011; Dina, Aley, Isenberg, Messing, & Levine, 2001; Hendrich et al., 2012) . For instance, estradiol receptors are expressed in dorsal root ganglion neurons and interact with metabotropic glutamate receptors to mediate intracellular signaling (Dewing et al., 2007) , a mechanism that is very relevant to nociception.
Complex regional pain syndrome (CRPS) is a debilitating condition characterized by severe pain usually confined to one limb. It encompasses a wide range of signs and symptoms including the
